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(57) [S*^J] 




(I) 



R' 



:Klft^.g.<, XJi. C=0, CH2, S02X{i:NR8:Klf^^S„ Y 
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W-(CH2)„— X-Y-Z 




a \ mrn^ivmi>t, v^^y>m^. 

v\ } , -hn*, >-Tya. 

— ;PT5ys. T5y7:?;L'rp-;k^. Ci_sT;i-df;i^TS 

^;PTsys. i^' {r')~)vz^-^r)v^}v) rsys. 

;i^;jf-;ur5ya. ry— /wx/uj^^/t-rsya. ry 

-6 r;p^;px;p* - /i^T 5 ys, T y r 

;p) Tsy;^f;k^:::^/t'a, r^)~}Vf})Vif^—)V^. ry 
- 6 r}V^}V-fy]V^^-)vm. r y -;i':t^ i^;^? ivif- 

y ~ivii}V-^-—}V:^^ i^*. r y — -'Kj .5 tjv^jv-^jv 



(I) 



df::!/!^^^!^*, ry-zp'^v-ra. ry-;Ki-5r;P 

^}V<^vrm, r y - /i-f^vf'^ rax{±r y -/Ki _6 
r;pdf.;i^f-:t^ i-rs { tsr y -7PCi _ 5 r;i-^;t-r s y 
i^' (ry-;Ki-6r;p^;k) rsys. r^i-ivii 
ivif-.—}vr 5 y^. r y -/i-Ci.e r;w^;w;*f ;V5j<-;pr 
sy*, ry-;kx;k7j^ri;i-'r5 ys, ry-yt-Ci-gr 
iv^)v:K)Vit^—}vr ^ r y-;Ki-6r/i^^;i^rs 
y ;«5f i^' ( r y -/uci . g r/p^/u )r^jf} 

^jv^jv-^^—)vm. r y-/P^=¥>-;&;t/;J^-/i'*. ry 

i^S. r y — /Ki - 5 r;l'^/^;^f 

a, ry-zP'^p-ra, ry-zPCi-er^i^^/wi^r 

a. r y P raat/r y -;pCi _ ^ r;t^^;p^ 

x{±-ha*sr**-r§) tcj; oem^aastiTi^-c 
y'ym=t . Ci . 6 r;p 3 ^ ^*x(i*sta t x 0 estcM 

\>z^j:^X^ixih-^^LX\^hmMm'^h^izZ^-^i^'^ 

Re{S, R5i;-^tC^'?Tte^^S»-r§/&^X{iR6i: 
Sfc^Sim-f-S., X{±„ C=0. CH2. SO^XfiNRS {R8(i^ 7|c 

ISIS^. Ci_4r;i.^;i-axJi7ji-;ka my x.=~)vm 

^} ^W^-i-h, Y(i. XA«C=0, CH2X«iS02(7)J:#, N 

V? (R9{±, R8 tRtSH^Sr^-f-) SrSiftL, Xp^jWcO 
C^^mm^h. Z(±. #:ftL^V^:i)^X{iCH2^L 

<{SNRi» (RIO {4. ^^bntw^^m-t) ^mmth. 
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<R")m- 



2 



N 



V 



s 



IV 




r 5 y a. >>'Ci.g r-'t-^/L-r s ./a, Ci _s T;^^;^^^5';^ 
i/Ci-sT/l^dr/l^'TS yT:?;^^^-;!.-^, Ci.sTJl^li-:^/V 

[MM 2 ] Ri O^' n^y^±t7)ffi^{4a^i 7 fiXfi 

0, -X-Y-Z-CO&^^t>-^^^-C{0)-m-^ -C(0)-N 
Me-, -C(0)-NH-CH2-, -CHg-NH-, -CH2-NH-CH2-, -SO2-N 
H-XJ4-NH-C (O)-NH-T'fe S 1 lEaOi?' a V^lf^ 

umm 3 ] R3 stA'R* fjK fttcci _ 6 T/p^/pa t isr 



y^. ih/L'^/PK, ^ utt^^ i^ji-M^ 7i<mM^ Th/i-AT 
Tsy*, rsy^/i^d^-/i-x, Ci_6r/i-^;pr5y;4' 

/P7|i -;^T 5 yS, T 'J — ;Ki_6 T;Pdf /I-'T 5 y 

ri/i^x, -J (ry— /L-Ci.sT/i^^/L-) r5y75'/P;-i<ri/p 
a. ry— /P-^'/w^^-zi'*, r^} —}vz^-^r }V^)Vijiv 
Tf.—}vm. r y — ^ i^:^)Vif^—)vmx\± r y -;t^c 

a^VII^^T-BJIS^tLTUTt) j;V^) , yx-;PS (1^ 

y3,-ivmi. ^Hzx^iim.\izm.m^ttx\^^xijX 
. 7mm. -hvtm. i^r^m. ^^}v^>vm. rs 

a, Ci_6r/P^/P;^'/Vrit-ri/l-rSya. Ci.sT/l-dr/P;?? 

[ itiRJi 6 ] R3 m/R^ .^i^z^ •^)vm^Mm-h m 
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[If ^31 7] Wifl 
[-ft3] 



(I*^')m~iT 





(R")m-n- 



c (0) -NMe-. -m-c (0) -m-X'h h mm i im><r> ^n-? 

[ ft ^TI 9 ] R^iiK ^htimx\ R^^ t^ymfw.^ . >^ 

ffl;^^-^ t)-ii-;Oi-c (0) -NH-T'S) I. 8 f e«o ^u-^y 
[If *a 1 0 ] lf*Jl 1 IBttco^ o^Vl^^ft^^r^ 
[ffsRiI 1 1 ] if^JB 1 im(^'^n-?ymmi^^m 

[00 0 1 ] 

W~{CH2)„— X-Y 




[00 06] i^^. Ria, 7]<^J1^, ■'Na^^V®^ , 

Ci-gT/i/^yt-x {mr>v^ivmi,±^ ^\udrym.i-. A)V 

^iim^zmmmiXx^XhXx^) . i^TJ 
^Nn^^>®^. Ci-6r/l^r?i!r^;^f 

^}vr^ym>,±. ^^xiyym^. Aiv^^^i^ji'm. q-s 



[0002] 

^wr^-^^mx-hh't<^^i±. ''bmwmtii^mT^zm-^ 

mmtimW^±.mm^ixX\^-^t . L*^L. ^tLA,<:0^?f'Jt 

rmxh^ b ^ti. mm^-<^m<^^f$^mmnmz 
mmti^h h h mi>tix v ^ , Lfzifi->x. 't-^^mf 

hmmc^m%tmt.Kx^-^h . nm^i - 3 o o 4 1 4 
, 4 mzwrn^mm^i^-th ^n-^ymmw. 

[0003] 

( I) -C«StLS^'ov>'|f|»#:t;5fiv^#Mf^ffl 

[0 0 04] :^mmi. ^(.l) 

[0005] 

[<b4] 



( I ) 



/t-Tsy*, i^" (ry-/Ki-6r;p^;p) rs.ym. r 
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fix^^xi^x^^) t:M.m-^. R^mMHt. ^fi^tm 




R* ti--mz ^^->X'fii^ m^-^ Lx\^^ mmm^ tmz 
-yxm-^^mm-^^^xm^ b—miz^':>x:i^^^iym 

^MM-rt. P-H±. t—miztx-^X^S^^mM'tt-A-^ 
~4(7)Ml[SrSlft-t-l.« X(±. C=0. CH2, SOjXJiNR 

my^ -ri-mi^ .RHzx^iiM izmm ^tix^-^x^x 
sOiiot^. NR9 (R9{i. wtmtMM^m-t) ^MM 

^ J (R ^^ J 



o 



(R") 



N 



R 



i2 




;i-a (Mr;^^;^a{i:^^^^^>;S^^Xii;Cl .g T;t^rj Jri> 
j\^a^i^mii. ^^■oyy^^x'mm^tix^^xi^x 



—}vm^ Ci.gT;l^^/l^x;p*-./pa., fuv-i^s^i^ivrnx 

[0007] ^mmY.-^m. ^\-^>t^wm}'-^m^^ 

[0008] ^^t:. -^wmY.-^m ( I ) «#aiia^ft 
i^mi^zmmth. :$^mmm^ rnj tiy/pv/t^^ 
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[00 09] ^^^^>JS^ t LTfi. y ^y«Js^ . ia* 

[0 0 10] C^-eTJU^JUmt LT{±. 

t-7^'^;l^. 2-^>'^;l^. B-^y^ 

B-^^i^/P. l-;^f-;l--n 
->^>'^;l^. l,l,2-fy;^^;P'-n-rnbVI^. 1,2,2-hy 

S^ry^^f-zl^aV'b Kn^i>;<f';^^W^(f i^tt 
n-^N^i^. s-yv^i^. t-7> 

^i^. i-^^v^/i^^t^i^. 2-^y^}V:^^y^ 3-^y^ 

jv^t^y. i-^y^^]^:t^y . ^-^t^y^-^i^^^y. 2, 
2-'J;<^/VTx=t7t^^y^ i-^^y;\^^^y^ 2-^^yj\^ 

:t^y^ 3-^^y/U:t^y^ l-^f^/l^n-^y^;!^:^^ 

y. 1,1.2-h 0 y< i~^l^-n-y'njt^^y.^ 1,2,2-hU^^ 
;l^-n-Tn;K^ i-St/^B, B- f^/^-n-y b ^ ym/mf 
^ix^. iItL<ii. ^b^S^. xh^i^. n-ro4<'^ 

[00 12] r\)—/iMblxii. :7a: -/i^^ b':7j:- 
y^jut^mif^ti^. 

[0 0 1 3] C3_6^^nT;b^;^St LTSi. 
nb;]^. y^^uy^^ju^ y^xj^y^ji^ y^u^^y 
y^ u^y^^jum/y^ o:t ^ ^jum-^^^if 

[0 0 14] c,.,,r^u^juriymt txn. ?^^)vr 
sy. x^y^^rsy. n-rnb/i^rsy. i-ynbvbr 
sy. c-Tntf/i^rsy. n-y^;prsy. i-yf-;i^r 
sy. s-y^;br5y. t-y^^/u-rsy. c-y^;brs 
y. i-^yf^;i^r sy. 2-^>^7Pr5y. b-^v^^/p 
rsy. i-^y-^/PTsy. ^-:t^>'^/i-rsy. t-^ 
yf-;i^r5y. c-^y^)vr^y. \-^^y}vr^j. 
2-^^y)VT^y . 3-^^y)VT^y . c-^^yjvn 
y. i-:?^^)V-Dr^y^)vriy. i,i.2-hyy^;b-n- 
r n bvPT 5 y . 1 , 2, 2- b y y ^;p-n-r n bvp-r 5 y 
Slc^'b , B- y y ^;p-n-y f^/PT 5 y ^*^^^(f ^> s <> if 
iL<{±. yf-;brsy. xf^/i^rsy. n-yubvbr 
5 y . i-r n bvi^r 5 ymfn-r^}vr 5 y 5i?^w ^^ti 



So 

[00 15] i^ti„6r/b^/br5ya^LT«. i^^yf^ 
./ir^y. >>x^;L-rsy. y-n-y^nu;prsy . s^- 
i-y°nbvprsy. >^-c-Tubvi^rsy. >^-n-y^;i^ 
rsy. i^-i-T^^^i^rsy . y-s-r^;i^r sy. 
-y'^;bT5y. >^-c-y^;bTS y. y-^-'^y^jvr 
sy. i^-2-^yf^/i^rsy . y-B-^y^/i^rsy. 'J 
-i-^y^)VT^y . s^-^-:^'^y^;br 5y . s^-t-^ 
y^;prsy. -j-c-^y^)vr^y . y^-\-^^y}vr 
sy. y-2-^^ >^yi^r 5 y . >^-B-^^>^;^r5y. -J 
-c-^^y)VTi y . -J-{\-y^^)V-n-^y^)V)Ti 
y. ^-(i,i,2-byy^;i^-n-ynbvi^)r5y. i^-(i. 
2, 2- h y y ^;wn-r o bvi^) r 5 y . s^- (b , b- s^'y 
-n-y>;b)T5y. y^;b(x^;b)T5y. y^;b(n- 
rnbvwrsy. yf';i^(i-rnb7Wr5y. yf-zi^ 
(c-rnbvwrsy. y^^Mn-y^Mr^y . y^^iv 
(i-y^;wrsy. y^;p(s-y'^;wrsy. y^;i^(t 
-y^^)V)ny . y^/p-Cc-y^/wrsy. x^;b(n- 
Tubvwrsy. xf^;b(i-robvwrsy. x^/p 
(c-rnbvwrsy. x^;P'(n-y^;I^)rSy. x^;l^ 
(i-y>;Wr5y. xf-;i^(s-y>;b)rsy. x^/Kt 

r 5 y . xf^;i (c-yf^/p) r s y . n-rubvi^ 
(i-r n bvp) r s y . n-r u bvp (c-r n bvw r s y . 

n-y O bVl^ (n-y r 5 y . n-To bVl^ ( i -y^^)V) T 
5 y . n-y a b7Ks-yf-;b) T 5 y . n-T n bVb (t-y* 

f^/b)rsy. n-yob;b(c-y>;p)r sy. i-rnb^ 
/b (c-y u b7W r s y . i-y o bvb (n-y>;w r 5 y . 
i-ynbvi^(i-yf-;W r 5 y . i-ynbvi^(s-y^/w r 
sy. i-ynbvKt-y>/HTS y. i-ynbvKc-y 
f-;U')r5y. c-ynbvi. (ri-y-?-;b)r sy. c-yab° 
;b(i-y^;Wr£y. c-7^nb7b(s-y>;Wr5y. c- 
yo b7i^(t-y>;i^) r 5 y . c-y o bvKc-y^;^) r s 

y . n-yf~;b(i-y^;b) T 5 y . n-y^;l (s-y^;H T 

sy. n-y>/b(t-yf^;i^)r 5 y . n-yf^/i. (c-y>;b) 
rsy. i-y^;Ks-y>/b)r5 y. i-y^;b(t-y> 
;wrsy. i-yf-;Kc-yf-;wr5y. s-yf-;i^(t-y 
f^/b) r 5 y . s-y>;b(c-y^7U) r 5 yam-y>;b 
(c-y>;Wrsy^*^w^.fLS. *fSL<«. 'Jy^ 
)vr^y. yj^^)vr^y. ^-n-ynbv^rsy. i^- 
i-ynbv^r 5 y^at/s^-n-y^^/pr 5 y *^'^tf feti 

So 

[0 0 16] ry-zi^Ci-eT/i^^/^-rsyat LTfi. 
ALy-^-vi-rsy. o-y^;P'^>^i;^;prsy. m-y^}]^^ 
yyjvr^y^ p-y^}V^yiy)vriy^ o-:?wi^^y 

i/;bT5y. m-yn;b^ys/;l^T5y. p-yn;b^y>^' 
;l-r5y. o-y;P:tn^:xy;i^r Sy. p-y;b:tn^>' 
-j)vr^y. o-yh^y^yy^)vr^y . p-yv^y^ 
yyjvr^y^ p-— bn<>y;prsy. p->'ry^>^ 

S^VbTSy. 3?j::t-^;brsy. o-y-?-;]^:7ji:T-f^;bT 

sy. m-y f-zbyx^t-^/i^rsy . p-y^;i^yx^-f^/p 
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p-rLbn:7x^-^;pr5y. p-s>ry j:;t-^;pr 5 

y :i:-;PTnb7^^T5y . yjn^/py^/i^TS y. 
y^x— /P^y^/^-r sy . y a:— ;^^^i^/pr sy . ^ 
y-^^/i^rsy. b^yji^uyi^rsy. r^hU/prsy 
avyx^yMZ/i^rsy^^w^fLSo eiL<{i. 
^vi/yi^rsy. p-yf^/i.^yy/^r 5 y. yj^^^^^/u 
rsyp-yb^s^yji ^-f^;i^r 5 yRx/ y ^ - ypr o u 
yi^rsy^^^w^fis. 

[0 0 17] Ci_er;P^;I^^;l^?ii-;Pr5yKi:LT 
«±. y^;l^7j?;^^;Ji-;^^T5y . x^;^;e^;|^4^-;i.T S 
y. n-rnb7^;^;^.1i-;l^r 5y. i-rnbVI.'^yl^.i^- 
;l^r 5 y . n-y>;P:?>;l^:t^— ;l^r 5 y . 'i-y^^)U:^ Jl^^n 
-/I^rsy. s-7''^;l^;&;^4<-;l^rsy. t-y^;I^;^^;^ 
;}f-;kr5y. l-'^>'f';^;^?;^;J^-;l^r5y. 
;l-;^^/l-;}l'^/l-r 5 y . 3-^>'^/P:?5f;l-:^l*::i/l-r 5 y . i- 

Sy. t-^y-J-jU:^^U:in-j\^riy. l-^^e>;P;&;P;}^' 
::i;l^r 5 y . 2-^^ iy.)l :^.ii yn^^Ur 5 y SV^-^^^- 
Z^^/^^^'-ZPT s y^*^w^>ixs . tJtL<i±. y^ 
;k^;l^;t<-;l^r5y. x^;k;^?;U;ji--;iyr 5 y . n-Tn 
bVl-7:?;P;}^^::^;^T 5 y . i-rubVk;^?./^^:^^-;^TS yS. 

[0 0 18] rv—^u:^)\^:r^::^juriymt tra. < 
yy-f/^rsy. l-^y^;^';^?;^'4^-;l^r5y. 2-^y 

/i^Tsy. o-y f-;p^yyw/]^r 5 y . m- 

y. o-:7;l^>ro>^>'y-f;Pr sy. p-y;l^:to^yyW 

)VT s y . 0-y h ^ iy^y v A jvt 5 y . p-y h ^ 
yy-f/prsy. p-::ihn^yy^;i^r5y. P->^ry 
^^-y^-Y }vr s ym/p-y ri;i^^>vM /i^r s y 
W^tL^, L<{i^yy>f;Pr5yS:t/^P-y;^^ 

[0 0 19] TV—^i^c^-^rf]^^^u:^ji^yn^juTiys 
t LT{iyx~;i-r-b^;pr sy. o-y^/pyx^/p^r 
-^r^/i^rsy. m-y^;i^y:n-;ur-b^;i^r5y. P-y 
y X. -;^T-b ^7^r 5 y . o- y u;^ :7 — A r ^ ^ 
;l^r5y. p-yn;Uyji— yl-r-bf^yl^r Sy. p-yj]y^ 

uyj:.:=~/i^r'ti-/UTiy. cnj><h^i^yj:.:=~^ur'^^ 
/p-rsy. p-y b^^-yx-zi^r-b^/i^rsy. p--b 
u:7jiri;^r-bf-;ur5y. p-^-ry y x— /i^r-bf^/^- 
r^y. 2-yx::i;Pa:^;P;^;L-.1^'::i;l-rsy. 3-y 3:.:^ 
b7P';'&;l^.t^:=:;Pr 5 y . 4- y x -;^y^;P;^? /}^7fs 
-;l^rsy. 5-yx-;k^y^;I^;4f;^#-y^^T5yi^V 
6-y x-;l^^^>-;U';&;^;t^*^;Pr S y*^*W^^tii) . *f 
iL<{i. yx-zi^r-b^/i^rsys^i^^yx-yi-xf' 



[0020] Ci_6r/i^^;i^y;U7^-;prsya^ LT 

(±. yf^/i x/l ^ri/i r sy . a:f-;l.x/l^^J^::i;^r 5 
y . n-y n bv^y;^*— ;l-r 5 y . i-y^ubVP-yyl^Tt^— 
;l^rsy. n-y>7PX;I^;t;ri;U'r 5y. i-y^/U-X/I^T^ 

Tj^n/prsy. i-^y^;i^y;i^:^-;i^r5y. 2-^y^ 

/l^y;P;}^— ;l^rsy. 3-^yf^;Py;l^;^::i;Pr Sy. i- 

S y . t-^yf-;l^y;1^7}^::i/l^r 5 y . 1--^^ tJ^ 
:::i;Pr 5 y . 2-^^ i-^;l-y /l-Ah:=^;L-r 5 y av>^^ 
;P'y.;^7^-;iyrSy^*^W^.flSo *fiL<{i:. yf- 

fVx^UTix-jur 5 y . x^/px/p^t^-zu-r 5 y . n-m 

b;l^y;l^4^-;l^TS y . i-ynb;^^y;l^4^::i;l^TS y^^ 

[002 1 ] ry-;i^x;i^*-7Pr5yai: LT{±. ^ 

y-^f yx;^rh-;|^r S y SVp- b;^x>^::^;l^;^-;^^ 

yt^mf^ti^. 

[0 022] Ci.QT/U^JUriyAJ]yyn::^/U^tLX 
{i. y^;Prsy;^?;l^;J^-;K x^;i^r S y;e?;I^4<- 
;K n-yob;l^r5y:*;l^>i<-;P. i-TubVI^r 5 y;& 

;i^7jt--;^. n-yf-;prsy;^;p^'^;i^. i-y^;i^r5y 
7>;^>ii--;p, s-yf^;i^rsy7:?yi^>i^-/p. t-y>;^r5 

y;5i^;l^;}<— ;iy. l->^>^;l^r 5 y 2-^V^ 

/i^TSy^;^;}^^^;^^. 3-^yf-;^^TS y7:?;^;j^-/i\ i- 

^y^/l-T 5 y ^-:^^ y^/^ T 5 y^^fUjii 

t-^y-^;Ur 5 y;?J/l-;l^^:::^/L-. l-^^i^y^T^y 
A/\^:^'^JU. 2-^^iy;Vr^yAJ\y^^^/]^Rt/3-^^i^ 
/l.rsy;^;l.7j^^-7^W#tfV::>ix^. *f4L<{i:. yf^ 
;l-rsy^/i. ;i<'^;^. xf^;pr 5 y7>;P4^^;i\ 
bVI^r 5 y i-ynb;l^r 5 y;<?;l^>1^'^;l^25. 

[0023] yr^-eT/l^^^VT i y:^^l:r^—^U^t LT 
(i. >>'y^;l^r5y;<?;l^;f^-/u^ ^x^;l^r 5 y:^?/l^>1^^ 
ri/u, >>-n-yobVPr 5 y^;i^jj^'^;i^. >^-i-yob7i^ 

rsy;<?;p7j^x;^, ^'_c-:robVl^r5y;^?;^'rKx;K 

>^-n-yf^;pr 5 y^;i^;j^x;i^ ^^-i-y^A r 5 y 
4<^^7L-. i^-s-yf^ypTsy^/iTj^'^/i-. >^-t-yf-;^^r 

5y;^?;1^4i-;P'. >^-c-y^/Pr 5 y;^/^d^xy^^. ^-1- 
^y^/l-T 5 y:5&;P;i<x;ly^ >^-2-^y^;Pr 5 y 
:r^^?U^ zy-3-^y^J]^T ^ y:^?U^^:^/]^^ 'J-i-^y^ 
/l^r 5 y^;l^;i^— /p. 5/-:+-:t^>'f^/I^r 5 y;^?;lK^4<^ 
>--t-^>'-^;Prsy;<?/P^^::^;P. i;^-c->^>^'?^;l-r 
Sy;<?;1^4<x/K i^-l-^^i^;l^r 5 y;?5^;P;Jt-;l^. i/- 
2-^^yjUT 5 y ^;i-;}^-/^av*i^-3-^^i/7Pr 5 y 

y;^^;l^7]^-;iy^ i^'x^;l^rsy;«?;l^#-;P'. >>-n-yn 
bvur 5 y i;^-i-yobvi. r s y^;^:i<x 
s^-c-ynbvPT 5 y^/pTjix^i^av'^^-n-y^/i^r 
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[0 0 24] rU-;Ki_6r;l^^;Prsy;<?;^;f^-;^^ 

p-y h^zy'^^yzyJi^Tiy^Jl^^^^Ji^. 
r5y^;l^;ti"^/l^. :7jn^^^/l^r5y^;1^7t^^-/l^., :7.x 

P-^n;^yx:^^^;l^rsy^;^;l<— p-i^ 
Ty:7ji:t.^;pr5y;i?;l^;}<-;U. >^ ji:^-^;Pr 5 y;'& 

3-yx-;umbv^'T5y^;i^4^^^;p. 4-y 
a:-;i^y'f^;pr s y^;i^4^-;i^. 5-y x-z^^yf-z^^r 
5 y;4r7P;}f-;i^25:tA'6-:7 X— ;l^^^S^/l^r 5 y;i?;^7j^— 
;l^*iW^tLSo SFSL<{i. ^y>>vi^rsy^;i^7j^- 
p-y^/l^^Vi^VPT 5y;&/l^;J^— p-^'n;!^^:.^ 
i^^/l^r 5 y p-y^l^yt^^^y'Jfir ^yiiJV 
if-::~)Vmfy X ^-^)Vr S y ;i?;I^^H-;l^*^'W^>fL^ o 

[00 2 5] z^.^r)V^)Vt!)V^^:=^}vm}L LTJi. y^ 

>^^;l-^;l^;Ji'^;l^. t-^y^)Vii)V^s:z.}V^ 

- /L, n-Tu b /Pt^ xK^^/^ . i-Tn b/P 
X? ;|^>-i^^ri;i^St^V y>;I^^ 

[0026] r^)-)Vf))V^^:=^}Vm)i LT{±. ^VVW 

/i^s p-y^;^^>y'^;^\ p-t-y^;i^^yy >f .;^^. p-y 

VA)Vmfv-iyr y'<^yV^)Vi:fimf^Kh. iJt L< 
{i. ^yyW/K p--hnA:.yyM;l^St/p-i^ry^>^ 

[00 27] r y — 7PCi_6r7l-^7L-;<?/^ LT 
{i. y x~;^^r-bf~;l^. P-y^;Pyx::::.;l^r-b^;l^. p- 
t-y^7Py X— ;l^r-b^;P. p-y h^v-yx— z^r-^r^ 

P-yu;l^y X— ;l^T-b^;l^., p-^bn:7x— ;l^T-b 
^/i-. p-3^ryy X— /i^r-bf-zp. yx^-f^/i^;^?;i^;i^— 

3-yx::i;^y°ubVl^. 4-y x::i;^y'^;P. 5-yx::i 

L < y X -;l^r -b^/l^at/y X 
[0 0 2 8] Ci-QT^Ua^iyA/U^^^iumtLXii. y 



2-^yi-Jl^^i^:^J\y:r-^J\y. 3-^yf^;l^:^^^^ 

h^i-AJl^^^^/U. i-y>^i>;^?;Pd^-;K s-y>^i^ 

[0029] TV—^l^^^iy:^^U^^^/Umt LXli. y 
X y^>'^;l^>1^— o-y ^;py x y 
p-y^;Pyxy^^>;?5;P;J^-;P. p-^^o;l^y x y^i^:^ 
jVtT^-;]^^ p-y;U:t^y x.y^'^^^V^^^^/1^. p-^h^ 
i^y^y^i^^/P^^-yl^. P--hnyxy^>^^;^;}^- 
;K P-s^ryy^y^^-jJir/i^Tii'-;!^^ i-^yb^s^:;?? 
;l^;jf-;^at^2 -^y h^S^^;^^;^-;^*^'*tf ^fl^ . 

[0030] r y-;i^Ci_6r;^^;P^^s^;<?;i^;J^-;^* 

P-y yi^VI^^t^ >-7:?;l^;fs- 
/l^. P-yn;PA;vs^;l^:^^S^;;{^;P;j^'^;l^^ P-y;I^>j-nA; 

y>>;t^:t^>-;*A^^':^A . p-y h^i^^yJ^)^^^-^:^ 
P-— bn^y>>Vl.^:t^^';?^;l^4^— p-i>r 

y^y-jji^^t^i^:^;]^:^:-?]^^ i — ^y b^>'y^;P;i& 
2 -^y h ^^y f^/^-^/^.i^-zi^s^t'^'by -J 

[003 1 ] Ci-eT/i^^)U:t;}U7n::^J)^:t^iyMt LX 

y^ n-y°ob;l^;^?;1^7}^^^;l^.^^>\ i-y°ob;l^y^/^7ji— 

^/l^^r^^-. s-y>;l^;i?;l^.i^^-;l^>r^i>. t-y>;l^;^?;^ 
rj^^-^l^rt^i^. l-^>^;l^;i?;P;J<-;l^:t^S>. 2-^y^ 

3-^yf-A^^;^;l^— ;^>r^>^. i- 
^y^/]^;^jyjt(:::^Jl:^^y. ^-::+^y f^;].y? /l-Afi'::!/!^::^ 

l-y^;l^-n-^y^;U7^;l^;ti'-;l^;t 
1 , 1 , 2- h y y f^;l--n-Tn bVl^;^^ - 7L.:t ^ 
y. 1.2,2- b yy^;l^-n-rubV^^;i?;1^7ji~;l.^:^^>^a 

tL^. MtL<l±. ;<^JU:^/l:r^r^^V^^y. ■X.^/l;^ 
/I^tII— n-y°nb/l.^;*ryP,ii'^/P:t^i^. i-y°n 
b7P;^?;l-4^^:::^;P:t^ . n-yf-;P;i^;k;Jf " /l.:t^ i-'St;^' 

[0032] TV-/]^:^J\^^^^J\y:^^yMb LXlt. 

yy^/i^^t^i^. o-yf-;U"^:yyW;i^:t^e>. p-y-^;i- 
^yY-(jU:^^y^ P-i:^vi?v^yY-{;Uyf^y^ p-yiv 
y^x2^yVA)vy^^y^ p-y y^y^yvijv^^^y^ 
p-^ b u^>^y^^ )V:^^y^ p-yry^^yy ^ )vy^^ 

y. \-^y ^)Vi:]}V^^:=^}Vy^^ yRm-i^ y ^)VA 
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[00 33] r y — /L-Ci_ 6 r/]^^ji-AjUTn—fU:^^ i^m 

p-—hr3^yi^ll':^j\^:r^—j\^^^i^^ p-i^T 
J^y-J)V:^sVTr^—Jl'^^'y. l-i-y V^i^:^^)V:^)V 

So 

[0 0 34] Ci-sTyt/^/t/'^l-rSi: LTJi. ;<^;V^ 

r, t-y^;v-^i^T. i-^y^/v-^i-r. i-^y^iv^ 
VT. 3-^>'-?-;P'::7P'r. \-^y^)V^\yT . y(^:^^y 
^}V^vr. t-^y^jv-^vr. i-^^-yiv^vr . 2- 

-^^i^/P-^L-r. l-j-f^/lz-n-^y 

f-zt-'^i^r, i.i,2-byp<^/k-n-TntvP'>i^r. i, 

[0 0 3 5] rU— yp'^^ra.h LTJ^. 7i-;P<>V 

[0 0 3 6] Ty-;Ki-er;V^;P'>P-rSfcLT{±. 

yi^/V'^PT. p-9U)V-^yi^)V'0VT^ p-y)licu'<. 
yi^;V-^UT. P-^ b^f i^^yi^'/P^U-T. p--hn^ 

y=j>i-^]yr. p-^ry^y-J/u^ur. i-i'y^jvj< 
i^T, 2-i-y "j-iv^ V rmf^ u y)V^ ^ 

[0 0 3 7] Ci.6T/P^;^^:t'^l-r«i; 

3-^>'i(^;v^^'>^r. i-^y^jv^-^-^vr . ^t-^^ 

^;P-n-rn \^iV^-^-^vr. 1,2, 2- b y ;^^;l-n-rn 

[0 0 38] y}~)V^^^vrmh\^x\±. ya^—JV 
-;L'^::t^l^T. p-^^n;^^ x— ;Pf-,i-i7l^T, p-^ 



f-^-^i^r, i-^-7f-;Wf-:t'>l'rat/2-^:7f-;P'f-:t 
[0 0 39] ry-;Ki-6T/i^^;i'^^'>i^r*h LT 

p-^^;P'<.>'i^';l^^:t'>l-'T. p-i?n;Ky>^7P^ 
:t'>l'T, p-y/l-^n^yj/Pi-Ti-^lyT^ p-^b^i^ 
'<.>i^/Pf-:^'>l^r. p-r^ba-^>'S/;U^:^'^l^r. p- 

[0040] ^mm^^ L.\>Mt-'^mh vxn. vxyi^z 

[004 1 ] ( 1 ) ^^co^xi-?yM±.coW.MiM.ifi^ 
XitSitLXh "9 . Zcr)^u-?y'mAL<r>Wsm.m.ti^6iiLX 

h*). -x-Y-z-<73m^-^h'^ii^c(o)-m-^ -c(o) 

-NMe-, -C{0)-NH-CH2-. -CH2-NH-, -CHj-NH-CHa-. -SO2 
-NH-X(i:-NH-C(0)-NH--CS)S3(i ( I ) T'^^^lS^nV 

yimi¥Xit^<DU. 

[0042] ( 2 ) R3 Rm* ifi. mzCi . e r}V^)Vm 

15 ( 1 ) IS«i^^'avy|i»#:XJi^c7)JiMo 
[0043] ( 3 ) Ri 3{)«, tK^M^. v\n^'yMl^. C 

i^ry*. ;^/L-5;PX. /Kit*. 

j:^)VTr^—}vm^ i>' (ry-zKi^gT/t-df-;!^) r^y^ 

)V!f^r,)Vm. ry— ZPS. ry— ZKi-er^t- 
[0044] {A)^^^tiK 7mm.=t. >Nn^>®^ . C 

i.^Tiv^jvm. z,^^r)vzi^iym mr)vzi^i^m 

it^) . Amm. -hn*. i^ry*. r 
sys. Ci-sT/i^dfyi^rsya. i^^Ci-gT/i^df/t^rsy 
Ci_6r;pdf;i';i';i'^-/PTSy*, z^.^nv^iv:^ 
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[0045] ( 5 ) 5^,^^ Jt(^^ ^iVm^sMrt 

l.±IE (4 ) iE*l4i^^avy|^#:X{i^cDt^„ 
[0046] ( 6 ) W;^^, 

Utei 




[0047] ( 7 ) X-Y - Zc^m^i^hit:f)^-C(0)-m 
-C(0)-NMe-, -NH-C(0)-NH-T*^_hie ( 6 ) lEttcD 

[0048] (8)R^if^^ — h ' ii'^ymB. 

7mm. -J^^jur^ym. r-iris?s Kat-. x-y- 
[0049] aTiz. ^mni/zm^^^ ^ ttt^x-^hit-^ 

i-jimi. r p r J {irnbVkS^r. r b u j it^'i-fl^ 
aSr. TAc J tir-fe^;PS (CDCHs ) Sr, r-j 
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m-mizmmit^tih . m-h. mu^-H-mcom\. fjv^ 
^mv. mkm. im\t. mm\. mumm. ¥l«. 
yY^m. T•■^^^. v^^->yb Mitftb- 

X. ;^°';b•■n;^b^|J ; ffi;®lriJ. FlJ^^^T■•^i^^, 
[0104] ?^J. fUffJ, i^n-y^^J 
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[0 10 5] m&mmmmpiTh^^mizii^ miim 

[0 106] 

[0107] mmm i 

6- (^yy-f/p-rsy ) -2, 2-i^'^^;i^-7-- 

hn- 2H- 1 -'^>yb'"7>' (I - 1 ) <7)-^J^ 
[0 108] 
[-(1^4 7 ] 



3 





o 



[0109] 6-rsy-2, 2-i/y-?-/i--7--b 

n-2 H- 1 -^>'y't°^>'(Evans, J. M. ^> J. Med. 
Chem. 1984 . 27, 1127. (C#-:>T-^R!c) (700 mg, 3.18 ram 
ole), hUX^/PTSV^CO.SS mL, 1.3 eq)cO:?'aa4^ 

;^A(10 «L)mMZ^ O'CT-iSfb'^yyM/KO.SS mL, 
1.5 eq)^jD;t. Or,-C3B#rBl, S^flT'l. 5B#rHlf«#L/^^, 
l^ftta^tr y ^ - ^J^^mW. iiuttz^k. ^' a u 4^ 

^#^>i^f^a^^$^i^y^^^V^;^f5A^^^^^••5y -f 
- i^^^y : @^^xf-;U=5 : 1) T-«ML. SmmS 
70 mg . 55%) ^ Jj- 1- y =J-&L(Dmjfm tLX f#?t: o 
[0 1 1 0] iH NMR (CDCI3) 3-: 1.45 (s. 6H) , 5.87 
(d, J = 10 Hz, IH), 6.40 (d, J = 10 Hz, IH) , 7.40- 
8.05 (m, 7 H), 8.56 (s, IH). 

[0111] Jg-fb^^yy'-f ;Pc7)fi;;b 0 iz^t-^ 1-2- 

1-21 fc^iis-r-s^-ftJi^j (li^t Lxmx^mtf^, 
-^fi£-c-g=-i.» ) ^mw mmmi tmmcoumx'Tmco 

izyj, -fV-< y T-^- b ^ ffl V ^fc. 

[0 1 12] 
UtA 8 ] 



02N 







n 


X 


Y 


Z 


1-2 


H 


1 


CO 


NH 


- 


1-3 


H 


2 


CO 


NH 


- 


14 


m, p - (OMe)2 




CO 


NH 


- 


1-5 


p-OMe 




CO 


NH 


- 


1-6 






CO 


NH 


- 


r-7 


p-CI 




CO 


NH 


- 


1-8 


H 




NH 


CO 


NH 


1-9 


p-F 




CO 


NH 




1-10 


P-NO2 




CO 


NH 




(-11 


m,p-(OMe)2 




CO 


NH 




[-12 


p-OMe 




CO 


NH 




1-13 


m-OMe 




CO 


NH 




1-14 


o-OMe 




CO 


NH 




J-15 


p-Ph 




CO 


NH 




1-16 


P-OE1 




CO 


NH 




1-17 


p-Br 




CO 


NH 




1-18 


o-Ph 




CO 


NH 




1-19 


m-Ph 




CO 


NH 




1-20 


p-NHAc 




CO 


NH 




1-21 


p-OH 




CO 


NH 





, 2H). 5.7 
IH), 7.04 
, 9.97 (b 



4 
1 

10.0 



[0113] it-"^^^ I - 2 
iH NMR (CDCI3) d: 1.41 (s, 6H) , 3.73 (s 
9 (d, J = 10 Hz, 1H),6.29 (d, J = 10 Hz, 
-7.36 (m, 5H), 7.42(s, IH), 8.29 (s, IH) 
s, IH). 

MS (FAB) m / z: 157, 339 [M+1]^. 
[0114] it-^ I - 3 

iR NMR (CDCl :;) d\ 1.42 (s, 6H) , 2.52-3.22 (m 
H), 5.78 (d, J = 9 Hz, IH), 6.30 (d, J = 9 Hz 
H), 7.14 (s, 5H), 7.45 (s, IH) . 8.34 (s, IH) , 
9 (bs, IH). 

MS (FAB) m / z: 157 (bp). 353 [M+1)^ 
[0115] it-^m I - 4 

iH NMR (CDCI3) <5-: 1.44 (s, 6H) , 3.69 (s, 2H) , 3.8 
7 (s, 6H). 5.80 (d, J= 9 Hz, IH) , 6.31 (d, J = 9 H 
z, IH), 6.83 (s, 3H), 7.47 (s, IH) , 8.29 (s, IH) , 
10.04 (bs, IH). 

MS (FAB) m / z: 151 (bp), 399 [M+1)^ 

[0116] it-^ I - 5 
iH NMR (CDCI3) d: 1.39 (s, 6H) , 3.63 (s, 2H) , 3.7 
2 (s, 3H), 5.75 (d, J= 9 Hz, IH) , 6.23 (d, J = 9 H 
z, IH), 6.61-7.21 (m, 4H) , 7.39 ( s, IH) , 8.25 (s, 

IH), 9.94 (bs, IH). 
MS (FAB) m / z: 121 (bp), 369 [M+1]^ 

[0117] it-^^^ I - 6 
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iH NMR (CDCI3) S: 1.44 (s, 6H) , 2.35 (s, 3H) , 3.7 

3 (s. 2H), 5.79 (d, J= 10 Hz, IH) , 6.29 (d, J = 10 
Hz, IH), 7.14 (s, 4H), 7.46 (s. IH) , S.31(s, IH) , 
10.02 (bs, IH). 

MS (FAB) m / z: 105, 353 [M+l]+ (bp). 

[0118] it^m I - 7 

iH NMR (CDCI3) 1.40 (s, 6H) , 3.73 (s, 2H) , 5.7 
9 (d. J = 9 Hz, IH), 6.28 (d, J = 9 Hz, IH) , 7.26 
(s, 4H), 7.47 (s, IH), 8.28 (s, IH) , 10.10 (bs, 1 
H). 

MS (FAB) in / z: 125 (bp), 373 [M+1]^. 
[01 19] it^^^ I - 8 

iH NMR (CDCI3) a: 1.41 (s, 6H) , 5.78 (d, J = 10 H 
z, IH), 6.25 (d, J = 10 Hz, IH) , 6. 90-7. 54(m, 7H) , 

8.16 (s, IH), 9.69 (bs, IH) . 
MS (FAB) m / z: 157(bp), 340 [M+1]^ . 

[0120] it^m I - 9 

iH NMR (CDCI3) d: 1.41 (s, 6H) , 3.67 (s, 2H) , 5.7 

5 (d. J = lOHz, IH), 6.25 (d, J = lOHz, IH) , 6.77- 
7.37 (m, 4H), 7.40 (s, IH) , 8.13 (s, IH) , 9.95 (b 
s, IH). 

MS (FAB) m / z: 109 (bp), 357 [M+l]^ mp. 160-162 

[0121] ^t-^m I - 1 0 

iH NMR (CDCI3) a: 1.47 (s, 6H) , 3.89 (s, 2H) , 5.8 
7 (d, J = 9Hz, IH), 6.32 (d, J = 9Hz, IH) , 7.29-7. 
62 (m, 3H). 7.99-8.34 (m, 3H) . 10.18 (bs, IH) . 
MS (EI) m / z: 322 (bp), 383 mp. 188-19rC. 

[0122] fb^i? I - 1 1 
iH NMR (CDCI3) a: 1.44 (s, 6H) , 2.53-3.20 (m, 4 
H), 3.80 (s, 6H), 5.80 (d, J = lOHz, IH) , 6.29 (d, 

J = lOHz, IH), 6.70 (s, 3H), 7.46 (s. 3H) . 8.27 
(s, IH), 10.00 (bs, IH). 
MS (FAB) m / z: 96 (bp), 413 [M+l]+ . 

[0123] it-^m 1-12 

iH NMR (CDCI3) S: 1.45 (s, 6H) , 2.48-3.18 (m, 4 

H), 3.74 (s. 3H), 5.82 (d, J = lOHz, IH) , 6.32 (d, 

J = lOHz, IH), 6.66-7.28 (m, 4H) , 7.49 (s, 3H) , 
8.31 (s, IH), 10.05 (bs, IH) . 

MS (FAB) m / z: 121 (bp), 383 [M+l]^ mp. 100-102 

r. 

[0124] it-^^ 1-13 

iH NMR (CDCI3) a: 1.41 (s, 6H) . 3.69 (s, 2H) , 3.7 

6 (s, 3H), 5.76 (d, J= lOHz, IH), 6.28 (d, J = lOH 
z. IH), 6.64-6.96 (in, 3H) , 7.08-7.36 (m, IH), 7.41 

(s, IH), 8.27 (s. IH). 9.99 (bs, IH) . 
MS (FAB) m / z: 121 (bp), 369 [M+l]^ mp. 82-83^. 

[0125] it-^^ 1-14 
iH NMR (CDCI3) a: 1.41 (s, 6H) , 3.72 (s, 2H) , 3.9 

4 (s. 3H). 5.79 (d. J= lOHz, IH), 6.30 (d, J = lOH 



z, IH), 6.74-7.36 (m, 4H) , 7.44 (s, IH) , 8.30 (s, 

IH), 10.13 (bs, IH). 

MS (FAB) m / z: 185 (bp). 369 [M+l)\ mp. 103-104 
*C. 

[0126] ^t-^ 1-15 

iH NMR (CDCI3) a: 1.40 (s, 6H) , 3.76 (s, 2H) , 5.7 
9 (d, J = lOHz, IH), 6.30 (d, J = lOHz, IH) , 7.15- 
7.75 (m, lOH), 8.33 (s, IH) , 10.11 (bs, IH) . 
MS (FAB) m / z: 167 (bp). 415 [M+l)\ mp. 103-105 

[0127] it-^m 1-16 

iH NMR (CDCI3) a: 1.40(t. J = 7Hz, 3H) , 1.44 (s, 
6H), 3.69 (s, 2H), 4.01 (q, J = 7Hz, 2H) , 5.81 (d, 
J = lOHz, IH), 6.33 (d, J = lOHz, IH) , 6.77-7.39 
(m, 4H), 7.48 (s. IH), 8.34 (s, IH) , 10.04 (bs, 1 
H). 

MS (FAB) m / z: 135 (bp). 383 [M+l)\ mp. 102-104 
[0128] -fC-^fe 1-17 

iH NMR (CDCI3) a: 1.42(s, 6H),3.69(s, 2H),5.80 
(d,J = llHz, lH),6.30(d.J = llHz, IH) ,7. 09-7. 52(m, 

5H).8.28(s, lH),10.10(bs, IH) . 
MS (EI) m/z:90(bp), 416[M-1]^. 

[0129] 1-18 
iH NMR (CDCI3) a: 1.43(s, 6H),3.77(s, 2H),5.87 
(d,J = lOHz, lH),6.34(d,J = lOHz, IH) ,7. 26-7. 43(m, 

9H).7.53(s. IH), 8.33(s. lH),9.95(bs. IH) . 
MS (EI) m/z:205(bp), 415[M+1]^ 

[0130] it'M^ 1-19 
iH NMR (CDCI3) a-. 1.43(s, 6H),3.85(s, 2H),5.88 
(d,J = 10Hz,lH),6.37(d,J= 10Hz,lH) ,7.26-7.62(m, 10 
H),8.41(s, lH),10.21(bs, IH) . 
MS (EI) m/z:353(bp), 415[M+1]+. 

[0131] it-^^iii 1-20 
iH NMR (CDCI3) a: 1.40(s, 6H).2.10(s. 3H).3.71(s. 

2H),5.83(d.J = 10Hz,lH).6.32(d,J = 10Hz,lH) , 7. 13- 
7.80(in, 6H),8.30(s, IH) , 10. 01 (bs, IH) . 
MS (EI) m/z:106(bp), 395[M+]. 

[0132] it^m 1-21 

iH NMR (CDCI3) a: 1.43(s, 6H),3.67(s, 2H),5.49 
(s, lH),5.81(d,J = 10Hz,lH),6.14(d,J = lOHz, IH) , 
6.29(d,J = 8Hz, 2H),7.15(d,J = 8Hz, 2H),7.47(s, 1 
H),8.39(s, lH),10.04(bs. IH). 
MS (EI) ffl/z:77(bp), 354[M^]. 

[0133] ^t-^ 1-22 

[0 134] 

Ut4 9 ] 
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H 

" OaN ^ O ^ 

[0 1 3 5] iH NMR (CDCI3) a: 1.43 (s. 6H) , 3.66 

(s, 2H), 5.91 (s, 2H), 5.84 (d, J= lOHz, IH), 6.33 
(d, J = lOHz, IH). 6.78 (s, 3H), 7.49 (s, IH) , 8. 
33 (s, IH), 10.10 (bs, IH). 

MS (FAB) n / z:135 (bp), 383 [M+l]\ mp. 136-138 

"C. 

[0136] it-^m 1-23 
[0 13 7] 

[-fbs 0] 

Me 1^ 

^ OjN ^ O ^ 

[0 1 3 8] iH NMR (CDCI3) S: 1.40 (s. 6H) , 1.60 
(d, J = 7Hz. 3H), 3.71 (q, J = 7Hz. IH), 5.74 (d, 
J = lOHz, IH). 6.23 (d, J = lOHz, IH). 7.06-7.36 
(m, 5H), 7.40 (s, IH) , 8.31 (s. IH) . 10.03 (bs, 1 
H). 

MS (EI) m / z:58 (bp), 352 [M^]. 
[0139] it-^m 1-24 
[0 14 0] 
Ut5 1 ] 




iH NMR (CDCI3) d: 1.39 (s, 6H) . 4.19 (s, 2H) , 5.7 

8 (d, J = lOHz, IH), 6.29 (d, J = lOHz, IH) , 7.35- 

8.15 (m, 8H), 8.34 (s, IH) , 10.05 (bs. IH) . 

MS (FAB) m / z:141 (bp), 389 [M+l]+ , mp. 111-114 

'C. 

[0141] it^m 1-25 
[0 14 2] 
Ut5 2] 



H 




[0 14 3] IH NMR (CDCI3) a: 1.40 (s, 6H) , 3.90 
(s, 2H), 5.79 (d, J = lOHz, IH). 6.30 (d, J = lOH 
z, IH). 7.30-8.00 (m, 8H) , 8.33 (s. IH), 10.15 (b 
s, IH). 

MS (FAB) M / z: 141 (bp), 389 [M+l]\ np. 152-155 
°C. 

[0144] -ftl-^ft 1-26 
[0 14 5] 



[^b5 3] 



Me 




[0 146] it-^mi -5 (l.Og. 2.7mmole) CODW 
( 5mL ) mmz^ 0°CT-6 0 %7\mit^ h U ( 77m 

g, i.2eq) ^mt. o-'cxio^mmnLfz, Sii>t:o°c 

■r'3'>'ft;^^;K0.19mL. l.leq) 2:jDi.. CCf IBf 

(o.63g. 61%) i^^coimmtLxnfz. 

[0 147] IH NMR (CDCI3) d: 1.50(s, 6H).3.15(s. 

3H).3.31(s. 2H),3.72(s. 3H).5.79(d,J = llHz, IH). 
6.27(d,J = llHz, lH),6.60-7.33{m, 6H) . 
MS (FAB) ni/z:121(bp), 383(M+1]+. 

[0148] -it-^m 1-27 

[0 149] 




[0150] 6-TSy-2.2-i>'^f-;t^-7-nbn-2 
U-l-^yViL'^^y (1.3s. e.Ommole) , 60%*3R-fl: 
-^hy^A (0.20g, 1.4eq) . 2- (4' -;<h^i^y 
3:—)U) 3^it:£,^y (2.4g, 1.5eq) <7)DMF (13mL) 

\mmm'cx:-\mmmfL. inmiiwmM\f,Lfz. mm 

X^/P=9 : 1 ) TffML. (0,58g. 27%) ^ 

1v^WimM>L \^X%fz. 
[0 1 5 1 ] iH NMR (CDCI3) 8: 1.41 (s, 6H).2.95(t. 
J = 7Hz,2H),3.47-3.52(m. 2H),3.80(s, 3H),5.95(d,J 
= lOHz, lH).6.31(d,J = lOHz, lH),6.45(s, 1H),6.87 
(d,J =9Hz. 2H),7.18(d,J = 9Hz, 2H),7.59(s, 1H).7.9 
9(bs. IH). 

MS (EI) m/z:355[M+l]+ (bp). 
[0152] ^L-^^ 1-28 
[0 153] 
[^[:5 5] 



H 



TBDMSi 




[0 154] 6- (4' -t Kadfv-^>'yM;t.) rS 
y - 2 . 2 - v'V -f- - 7 - - ha - 2 H - 1 - ^ y V ■ b° ^ y 
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(1-21) (O.lOg, 0.28inmole) . t-y^fl—zy 
J^f-;^^-y;Pi?ny b' (89mg, 2.1eq) , -YSiS'V'WP 
(75ing, 4.0eq) C^IM (l.OmL) m^i&i^&V- 5mrSm 

B^Jfi?) (0.13g, 9 6%) ^^•fetO^fitfctfSji: LT#f^. 
[0 1 5 5] iH NMR (CDCI3) 5-: 0.22(s. 6H).0.99 
(s, 9H),1.41(s, 6H),3.27(s, 2H).5.88(d.J = 9Hz, 1 
H),6.37(d,J = lOHz, lH),6.86(d,J = 8Hz, 2H),7.21 
(d,J = 8Hz,2H),7.46(s, lH),8.33(s, IH) ,10.02(bs, 1 
H). 

MS (EI) m/ztlSKbp), 469 [M^]. 
[0156] it-^m 1-29 
[0 15 7] 
Ut5 6] 

[0 158] a-y^Un^^^M. (63mg. 0.64iDmole) CO 
DMF (0.4ml) M^iZ. mATeoy^km^ti- h U ^ (31in 
g, 1.2eq) SrSDi.. 65^CT2. SB^ralMff t/S„ DMF0.5inl 
^M^. 0'azi%&Lfz'ik. 6 - (i^anr-fe^;kr5 
y) -2, 2->?;^^;W-7-— hn-2H-l— 

Vf^y (48mg, 0.16mmole) CODMF (0.5ml) MM^M 

x-mmt. mm5iim (89%) ^m^cT^immtLxn 

tz. 

[0 1 5 9] iH NMR (CDC13) 1.45(s, 6H),1.80- 
2.00(in, 4H),2.40-2.65(m, 2H) ,3.30-3. 50 (m, 2H),4.17 

(s, 2H),5.97(d,J = llHz, lH),6.34(d,J = llHz, IH), 
7.52(s.lH).S.33(s, IH) , 10. 03(bs. IH) . 
MS (EI) la/z: 139 (bp), 359 [M^]. 
[0160] ##F"J 1 

6- (^yV^ /1-TS.y) -3-yn^-3. 
bn-2. 2-zy^^)l—7 -=.h^-2H-l--^y 

y-t°5y-4-^-;P (ii - l ) (D-^i^ 

[0161] 

^ OH 

,,,Br 




[0 1 62] 6- e^y^-Y/vrsy ) -2, 

^;P-7--ha-2H-l — ^>yb°7>' ( I - 1 ) 
(570 mg, 1.76 imole)cr,=J^ ^)l'^)VTt-s^-^ V (MSO) 
(15 mL)i;7K(1.2 niL)cOM-^?^?gtC, N-^n^^^N^^ 



^ 5 h'(688 mg, 2.2 eq)^M^M^X'2mmm.WLfz. 

7Kimi. mm:i^^fix-mti^Lfzm. ^mmitmmt 
^- (^^^y : i^^x^;p=3 : 1) -ewMt, smm 

(223 rag, 30?0^^-fe«7)T^;^7'TX^: LTf#fc. 

[0 1 6 3 ] iH NMR (CDCI3) 5-: 1.40 (s, 3H) , 1.59 
(s, 3H), 4.11 (d, J = 9 Hz, IH) , 4.19 (bs, IH), 4. 
97 (d, J = 9 Hz, IH), 7.34-8.04 (m, 6H) , 8.95 (s, 
IH). 10.84 (bs, IH). 
¥S (FAB) m / z: 71 (bp), 421 [M+D*. 

[0164] ^t-^m I - 1 c7)<t:b 0 t-fk-^^t I - 2- I 
- 1 3 SrfflV\ ##M 1 cO:^r&-CTIEc7)'ft-^!Rl^^lfc„ 

[0 16 5] 

Ut5 8] 

-(CH2)„-X-Y-Z. 

II 



OH 
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CO 


NH 
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CO 


NH 
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p-CI 
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CO 


NH 
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H 


0 


NH 


CO 


NH 
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CO 
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II" 10 
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1 


CO 


NH 




11-11 
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2 


CO 


NH 
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p-OMe 


2 


CO 


NH 




11-13 


rn-OMe 


1 


CO 


NH 





[0166] -fl:-^if^II-2 
IH NMR (CDCI3) a: 1.39 (s, 3H) , 1.59 (s, 3H) . 3.3 
6 (d, J = 5 Hz, IH), 3.77 (s, 2H), 4.07 (d, J = 9 
Hz, IH), 4.89 (dd, J = 9 Hz, 5 Hz, IH), 7.19-7.34 
(m, 5H), 7.46 (s, IH), 8.70 (s. IH) , 9.74 (bs, 1 
H). 

m (FAB) m / z: 71 (bp). 435 [M+1]*. 
[0167] 

iH NMR (CDCI3) d: 1.37 (s, 3H), 1.58 (s, 3H) , 2.5 
1-3.26 (m. 4H), 4.09 (d, J = 10 Hz, IH) , 4.20 (d. 
J = 5 Hz, IH), 4.87 (dd, J = 10 Hz, 5 Hz, IH), 7.1 
6 (s, 5H). 7.48 (s, IH), 8.66 (s, IH) , 9.75 (bs, 1 
H). 

(FAB) m / z: 105 (bp), 449 [M+l]+. 
[0 168] ■fl:-^ii-4 

iH NMR (CDCI3) d: 1.39 (s, 3H) , 1.59 (s, 3H) , 3.7 
0 (s. 2H), 3.84 (s, 7H). 4.08 (d, J = 9 Hz. IH), 
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4.88 (dd, J = 9 Hz, 5 Hz, IH), 6.80 (m, 3H),7.48 

(s, IH), 8.70 (bs, IH). 9.78 (bs, IH) . 
MS (FAB) m / z: 151 (bp), 495 [M+l]+. 
[0 16 9] 

iRNMR (CDCI3) a: 1.38 (s, 3H) . 1.59 (s, 3H) , 3.7 

0 (s,2H), 3.78 (s, 3H), 4.06 (d, J = 9 Hz, IH) , 4. 
31 (bs, IH), 4.98 (d, J = 9 Hz, IH) , 6.17-7.31 (m, 
4H), 7.45 (s. IH), 8.70 (s, IH), 9.76 (bs, IH). 
MS (FAB) n / z: 121 (bp), 465 [M+1]*. 

[0 17 0] -it-^mi-e 

IH NMR (CDCI3) &: 1.21(s, 3H) , 1.42(s, 3H) , 2.18 
(s, 3H), 3.54(s, 3H), 3.90 (d, J = 9 Hz, IH), 4.73 
(d, J = 9 Hz. IH), 7.00(s, 4H). 7.33(s, 1H),8.58 
(s, IH), 9.62(bs, IH). 
MS (FAB) m / z: 105 (bp), 449 [M+l]+. 

[0171] 

iRNMR (CDCI3) a: 1.48(s, 3H), 1.69(s, 3H) , 3.81 

(s, 2H), 4.16(d, J = lOHz, IH) , 5.00(d. J = lOHz, 
IH), 7.35(s. 4H), 7.60(s, IH), 8.80(s, IH), 9.92(b 
s, IH). 

MS (FAB) m / z: 125 (bp), 469 [M+l]+. 

[0 17 2] 

iHNMR (CDCI3) a: 1.31(s, 3H) . 1.55(s, 3H) , 3.99 
(d, J = 9Hz. IH), 4.73(d, J = 9Hz, IH) , 6.96-7.71 
(m, 7H), 8.55(s, IH) , g.40(bs, IH) . 
MS (FAB) m / z: 71, 319 . 436 [M+l]+ (bp). 

[0 17 3] 

IRNMR (CDCla) a: 1.38 (s, 3H), 1.58 (s, 3H) , 3.7 

4 (s, 2H). 4.07 (d, J= 9Hz. IH) , 4.17 (d, J = 5Hz, 
IH), 4.88 (dd, J = 5Hz, 9Hz, IH), 6.84-7.45 (m, 4 

R), 7.49 (s, IH), 8.72 (s, IH), 9.84 (bs, IH) . 
MS (FAB) a / z:109 (bp), 453 [M+l)\ mp. 153-156 
°C. 

[0 174] -ib^mi- 1 0 

iH NMR (CDCI3) &: 1.39 (s, 3H) . 1.60 (s, 3H) , 3.2 

5 (d, J = 5Hz, IH), 3.87 (s, 2H), 4.08 (d, J = lOH 
z. IH), 4.89 (dd, J = 5Hz. lOHz, IH) , 7.35-7.68 
(m, 3H), 8.03-8.35 (m, 2H) , 8.70 (s, IH) , 9.95 (b 
s, IH). 

MS (EI) m / z:136 (bp), 479 [M+1]*. mp. 171-174°C. 
[0 17 5] 1 
IH NMR (CDCI3) a: 1.39 (s, 3H) , 1.59 (s, 3H) , 2.5 
0-3.17 (m, 4H), 3.80 (s, 6H), 3.87 (bs, IH) , 4.08 
(d, J = lOHz, IH), 4.90 (dd, J = 4Hz, 10Hz,lH), 6. 
69 (s, 3H), 7.50 (s, IH), 8.66 (s, IH) , 9.73 (bs, 
IR). 

MS (FAB) n / z:185 (bp), 508 [M+l]+ . 
[0 17 6] ^t^mu- 1 2 
iR NMR (CDCI3) a: 1.40 (s, 3H) , 1.60 (s, 3H) , 2.5 
0-3.20 (m, 4H), 3.74 (s, 3H) , 4.10 (d, J = 9Hz, 1 



H), 4.30 (bs, IH), 4.90 (dd, J = 4Hz, 9Hz, IH), 6. 
65-7.25 (m, 4H) , 7.52 (s, IH), 8.70 (s, IH), 9.78 
(bs, IH). 

MS (FAB) in / z:121 (bp), 479 (M+l]^ mp. 169-171 
°C. 

[0177] 3 
iH NMR (CDCI3) a: 1.34 (s, 3H) , 1.54 (s, 3H) , 3.7 
2 (s, 2H). 3.75 (s, 3H), 4.03 (d, J = 9Hz, IH), 4. 
32 (d, J = 5Rz, IH), 4.85 (dd, J = 5Hz, 9Hz,lR), 
6.65-6.97 (m, 3H) . 7.09-7.42 (m, IH), 7.44 (s, 1 
H), 8.71 (s, 1H),9.80 (bs, IH) . 
MS (FAB) m / z:121 (bp), 465 [M+l]^ mp. 141-142 
"C. 

[0 178] mmm2 

6 - (-^yy'-Y/i^r^y ) -3, 4-x*f^^-3, 4 

-i;=th'o-2, 2--J^i~)l'-7-—h'Ci-2U-l 
-KyY\z°^y (1-30) co-^jjg 

[0 179] 

Ut5 9] 




[0180] 6- /UT^J) -3-y"u^- 

3. 4-i>'bFn-2. 2 -i^'^^/t— 7 b n- 2 
H - 1 -^>-y'\z°yy-4-:^~Jl (II - 1 ) (223 rag, 
0.53 mmle)cr,lA-'J:^^-^y{5 ml). *(2.5 mim^ 

mmizym-tt-r h u a (25 . 5 , 1 . 2 eq) ^ jp x. . s 

y : S^iSx^;P=4 : 1 ) TffiSt. mmiUl m, 8 

[0 1 8 1 ] iR NMR (CDCI3) a-. 1.29 (s, 3H), 1.60 
(s, 3H), 3.05 (d, J = 4 Hz, IH) , 3.98 (d, J = 4 R 
z, IH), 7.40-8.10 (m, 6H) , 8.97 (s, IH) . 
MS (FAB) m / z: 105 (bp), 341 [M+l]^ 

[0 182] 'fb^II-l<50ftJbOWl:-^II-2-'II 

[0 183] 

Uteo] 
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1-38 


p-F 
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CO 


NH 




1-39 


P-NO2 
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CO 


NH 




1-40 


m,p-{OMe)2 
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CO 


NH 




1-41 


p-OMe 


2 


CO 


NH 




1-42 


m-OMe 


1 


CO 


NH 





[0184] it-^m 1-31 
MS (FAB) m / z: 237 (bp), 355 [M+1]^. 
[0185] it^m 1-32 

iHNMR (CDCI3) d\ 1.25 (s, 3H), 1.35 (s, 3H) , 2.5 
3-3.25 (ra. 4H), 3.46 (d, J = 4 Hz, IH) , 3.87 (d, J 

= 4 Hz, IH), 7.15 (s, 5H). 7.48 (s, IH) , 8.66 (s. 

IH), 9.85 (bs, IH). 
MS (FAB) m / z: 105 (bp), 369 [M+l]+. 

[0186] it-^m 1-33 
iHNMR (CDCI3) d\ 1.21 (s. 3H). 1.54 (s, 3H) , 3.4 
7 (d, J = 4 Hz, IH), 3.67 (s, 2H) , 3.75-3.98(m, 7 
H), 6.78 (s, 3H), 7.41 (s, IH) , 8.65 (s, 1H),9.87 
(bs, IH). 

MS (FAB) m / z: 151 (bp), 415 [M+l]+. 

[0187] it-^^ 1-34 
iH NMR (CDCI3) d: 1.21 (s, 3H) , 1.53 (s, 3H) , 3.5 
0 (d, J = 4 Hz, IH), 3.68 (s, 2H) , 3.74 (s, 3H) , 
3.90 (d, J = 4 Hz. IH), 6.77-7.37 (m, 4H) , 7.49 
(s, IH), 8.72 (s, IH), 9.93 (bs, IH) . 
MS (FAB) m / z: 121 (bp), 385 [M+1]^. 

[0188] it-^m 1-35 

iHNMR (CDCI3) d: 1.22 (s, 3H) . 1.56 (s, 3H) , 2.3 
3 (s, 3H), 3.47 (d, J= 4 Hz, IH), 3.72 (s, 2H) , 3. 
90 (d, J = 4 Hz, IH), 7.18 (s,4H), 7.50 (s, IH) , 8. 
74 (s, IH), 9.95 (bs, IH) . 
MS (FAB) m / z: 105 (bp), 369 [M+1]^. 

[0189] it^m 1-36 
iH NMR (CDCI3) d: 1.21 (s, 3H) , 1.54 (s, 3H) , 3.4 
7 (d. J = 4 Hz, IH), 3.71 (s, 2H) , 3.88 (d, J = 4 
Hz, IH), 7.23 (s, 4H), 7.48 (s, IH) , 8.67 (s, IH), 

9.92 (bs. IH). 
MS (FAB) m / z: 125 (bp), 389 [M+l]+. 

[0190] it-^^ 1-37 



MS (FAB) m / z: 237 (bp), 356 [M+l]+. 
[0191] it^^m 1-38 

iR NMR (CDCI3) d\ 1.24 (s, 3H), 1.55 (s, 3H) , 3.5 
0 (d, J = 4Hz, IH), 3.74 (s, 2H) , 3.88 (d, J = 4H 
z, IH), 6.80-7.45 (m, 4H) , 7.48 (s, IH) , 8.69(s, 1 
H), 9.94 (bs, IH). 

MS (FAB) m / z: 109 (bp). 373 [M+l]+. 
[0192] it-'M^ 1-39 

IHNMR (CDCI3) 1.35(s, 3H),1.55(s, 3H),3.50(d, 
J = 5Hz, lH),3.87-3.93(m. 3H) ,7.40-8.70(m, 6H),10. 
15 (bs. IH). 

MS (EI) m/z: 83(bp) , 399[M^] . 

[0 193] ^L-^I -4 0 
iR NMR (CDCI3) d\ 1.24 (s, 3H), 1.55 (s, 3H) , 2.5 
3-3.18 (m, 4H), 3.48 (d, J = 4Hz, IH) , 3.82 (s, 6 
H), 3.89 (d, J = 4Hz, IH) , 6.71 (s, 3H) , 7.49(s, 1 
H), 8.67 (s, IH). 9.87 (bs, IH). 
MS (FAB) m/z: 151 (bp). 429 [M+l)\ rap. 93-95*C. 

[0194] VC^m 1-41 

iH NMR (CDCI3) d: 1.23 (s, 3H), 1.54 (s, 3H) , 2.4 
7-3.17 (m, 4H), 3.46 (d. J = 4Hz, IH) , 3.61 (s, 3 
H), 3.87 (d, J = 4Hz, IH) , 6.57-7.22 (ra, 4H),7.47 
(s, IH), 8.66 (s, IH), 9.82 (bs, IH). 
MS (FAB) m / z: 71 (bp), 399 [M+l)^ rap. 136-137 

r. 

[0195] it^m 1-42 
iH NMR (CDCI3) d: 1.21 (s, 3H) , 1.54 (s, 3H) , 3.4 
8 (d, J = 4Hz, IH), 3.76 (s, 3H) , 3.88 (d, J = 4H 
z, IH), 6.60-6.98 (m, 3H) , 7.08-7.40 (ra, 1H),7.42 
(s, IH), 8.68 (s. IH). 9.90 (bs, IH) . 
MS (FAB) m/z: 121 (bp), 385 [M+1]^ 

[0 196] mmms 

6- (4' -:7^ri;I^:7:i:n;^T-fe^;l.T5 y ) - 3, 

7- :::ihu-2H- 1 -^yy\L'yy (1-43) c?)^ 
[0197] 




[0 198] ^L-^I -15 (1.6 g, 3.86 mmole) (D 
(10ml) mmz. 0^CT3-^nnM^.% 
#K (1.46 g. 2.2 eq) irmt. O'CTAmfS. m^T 

2AmrsmifLfz. immm^m-rh v^^ymmimt 

9 U V Vy^y ( ^^^V : g^^x-f-zl. = 3:1) 
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[0 1 9 9] iH NMR (CDCI3) S: 1.24 (s. 3H) , 1.59 
(s, 3H), 3.47 (d, J = 4Hz, IH) , 3.79 (s, 2H), 3.89 

(d, J = 4Hz, IH), 7.19-7.74 (m. lOH), 8.75 (s, 1 
H), 9.92 (bs, IH). 

MS (EI) m / z: 167 (bp), 430 mp. m-17i'C. 

[0200] ^t-^m 1-15 COith D I^Z-it-^^ I - 1 

4 . I - 2 0 ^ffl V \ mmm 3 (^^:{fmx'm<?Mt-^^i 

[02 0 1 ] 







n 


X 


Y 


Z 


I -44 


o-OMe 


1 


CO 


NH 




J -45 


p-NHAc 


1 


CO 


NH 





[0202] it-^m 1-44 
iH NMR (CDCI3) &: 1.21 (s. 3H) , 1.54 (s, 3H) , 3.4 
5 (d. J = 4Hz. IH), 3.75 (s, 2H). 3.85 (s, 3H) , 3. 
87 (d, J = 4Hz, IH), 6.73-7.43 (m, 4H) , 7.45(s, 1 
H), 8.71 (s. IH), 10.05 (bs, IH). 
MS (FAB) a / z: 121 (bp), 385 (M+l]\ np. 134-135 
'C. 

[0 2 0 3] it^mi-45 

iH NMR (CDCI3) S: 1.24(s. 3H),1.58(s, 3H).2.19(s, 
3H),3.53(d,J = 4Hz, 1H),3.77 (s, 2H),3.95(d,J = 4 
Hz, lH),7.20(bs, lH),7.31(d,J = 8Hz, 2H) , 7. 56-7. 59 
(m, 3H),8.82(s, lH),10.04(bs, IH) . 

MS (FAB) m/z: 106(bp), 412[M+1]+. 
[0204] ^t-^m 1-15 cnith D t^b^Sf^s 1-22 

^fflv ^ mmm 3 o^&TTiB'^Mb^ft » 

[0205] ^t-^m 1-46 
[0 2 0 6] 
Ut6 3] 




[0 2 0 7] iH NMR (CDCI3) 1.22 (s, 3H) , 1.54 
(s, 3H), 3.45 (d, J = 4Hz, IH), 3.64 (s, 2H), 3.88 

(d, J = 4Hz, IH), 5.91 (s. 2H) , 6.73 (s, 3H) , 7.5 
0 (s,lH), 8.72 (s, IH), 9.96 (bs, IH). 
MS (FAB) a / z: 135 (bp), 399 [M+l]\ mp. 146-147 
°C. 

[0208] -it-^m 1-15 coith D l,Z-it^m 1-23 



[0209] 'ft.^I -4 7 
[0 2 10] 
[-fb6 4] 




[02 1 1 ] iH NMR (CDCI3) S: 1.21 (s, 3H), 1.55 

(s, 3H), 1.61 (d, J = 7Hz, 3H) , 3.46 (d, J = 4Hz, 
IH), 3.78 (q, J = 7Hz, IH), 3.85 (d, J = 4Hz, IH) , 
7.18-7.41 (m, 5H), 7.44 (s, IH) , 8.70 (s, IH), 9. 
94 (bs, IH). 

MS (EI) m/z: 105 (bp), 368 [W]. 
[0212] ^t-^m I - 1 5<r)ith K) ti'fk-^fe 1-26 

[02 13] 'ft^I -4 8 
[02 14] 
Ut6 5] 




[02 15]iHNMR (CDCI3) 5-: 1.32(s, 3H),1.63(s, 
3H).3.21{s, 3H),3.24-3.81(ra, 7H) ,6.74-6.87(m. 2 

H), 6. 87-6. 91 (m, 2H),7.02(s, lH),7.42(s, IH) . 

MS (EI) m/z: 352 (bp) , 398[M+]. 

[0216] miim4 

6 - (4' h^i^y'i^;pr-fe^;prsy ) -3, 

4-x4^°df i^-3, 4-i^'bKc!-2, 2->>'.X^;P- 
7-—hn-2U-l-^yY\^yy ( 1-49) CO-^ 

[0217] 

Utee] 



MeO' 




[0 2 18] -tt^I -5 (3.5 g, 9.5 mmole) comtk 

x^;p (180ml) mw.iz^ ^^S4'■+^^'>"?>';^^■>'lB#; 

(22) (492.1 mg, 5 moI%) . 4 -7 ;Pt°'J 
-N-^^-^-f (162.7 mg, 10 molZ) ^:Mttz. 0 

-azi^m^. amm^mi-hv^j^ (1.645 moi / d 
mm. (6.35 ml, 1.1 eq) imt. o-cTimmmwL 

hi^'yy ^ - C^^V-y : i^iSx^;V=3 : 1 ) 

L. SW!fl!l (2.69 g, 7AZ) ^:M^co^¥BtLXmz. 
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[0 2 19] 
Ut6 7] 




(22) 



[0220] hJl-f-l^iiit-^m I - 5 t^-^l,Z 

[0221] it-^mi-5cr,ith^lZ^t^mi-l 6Sr 
[0 2 2 2] 

[-ftes] 



(CH2)n— X-Y-Z. 



OpN 




-ft? '^r" 




n 


X 


Y 


Z 


r-50 


p-OEt 


1 


CO 


NH 




[-51 


p-OTBDMS 


1 


CO 


NH 




1-52 


o-Ph 


1 


CO 


NH 




1-53 


m-Ph 


1 


CO 


NH 





TBDMS : tert-burt^dimethylsilyi 
[0223] ^t-^m 1-50 

iH NMR (CDCI3) &: 1.24 (s. 3H) , 1.40 (t, J = 7Hz, 
3H), 1.58 (s. 3H), 3.48 (d, J = 4Hz, IH) , 3.69 
(s, 2H), 3.90 (d, J = 4Hz, IH), 4.00 (q, J = 7Hz, 
2H), 6.77-7.36 (m. 4H), 7.50 (s, IH), 8.74 (s, 1 

H), 9.94 (bs, IH). 

MS (EI) in / z: 107 . 398 mp. 101-103°C. 

[0224] -ft-^JftsI -StOft^bOtC-fb^^I -2 8^ 

[02 2 5] it-^m 1-51 
iH NMR (CDCI3) d: 0.21(s, 6H),1.00(s. 9H),1.33 
(s, 3H),1.54(s. 3H),3.47(d.J = 5Hz. lH),3.70(s, 2 
H),3.90(d.J = 5Hz. lH).6.87(d.J = 7Hz. 2H),7.15(d. 
J = 7Hz, 2H),7.94(s, lH),8.70(s, lH),9.89(bs, IH). 
MS (EI) m/z: 220 (bp), 485[M^]. 
[q!]^" +4.0' (CHCI3). 

[0226] it^mi-5cr,i^hK>lZ^t^l-18^ 
[0227] it^m 1-52 

iHNMR (CDCI3) &: 1.24(s, 3H).1.57(s. 3H),3.52(d, 
J = 4Hz, lH),3.80(s, 2H),3.91(d,J = 4Hz, IH), 7.26 
-7.44(m, 9H),7.57(s, lH),8.74(s, lH),9.85(bs, IH). 
MS (EI) m/z: 167 (bp), 430[M^]. 



[0228] ^t^l - SCOith'OiZ'ft-^l - 1 9^ 

mmm4 w^ffiT-TiBco-ft-^JitSrft/c , 

[0229] ^b^tj 1-53 

IH NMR (CDCI3) 5-: 1.23(s. 3H),1.57(s. 3H).3.52(d, 
J = 4Hz,lH).3.87(s, 2H),3.94(d.J = 4Hz, IH), 7.52- 
7.62(m,10H), 8.83(s, IH) , 10.11 (bs, IH). 
MS (EI) m/z: 167 (bp), 431[M+1]+. 
[0230] -fC-^tj I -5(^ith K) tC^b-^* 

[023 1 ] it-^ 1-54 

[0232] 
[^t6 9] 



I -22^ 




[0233] iH NMR (CDCI3) 8: 1.25 (s, 3H), 1.58 

(s, 3H), 3.50 (d. J = 4Hz. IH) , 3.68 (s, 2H) , 3.92 
(d, J = 4Hz, IH), 5.95 (s, 2H), 6.78 (s, 3H). 7.5 

3 (s.lH), 8.77 (s, IH), 9.99 (bs, IH) . 

m (EI) m/z: 135 (bp), 398 [M*]. mp. 135-138^. 
[0234] ^t-^m I -5cr>iXh 0 tc-fC-MS) I - 2 4 

[0235] it-^ 1-55 
[0 2 3 6] 

o 




[0237] IHNMR (CDCI3) 1.21 (s, 3H), 1.57 
(s, 3H), 3.48 (d, J = 4Hz. IH), 3.90 (d, J = 4Hz, 
IH), 4.26 (s. 2H), 7.38-8.09 (m, 8H), 8.78 (s, 1 

H), 9.96(bs, IH). 

MS (EI) m/z: 141 (bp), 404 [M*]. 
[0 2 38] it-^l-5<^iti:>K)iz^t-^J-2 5^ 

mmm4cD:fjmTTmcoi\:-^mt:^fz, 

[0239] it-^m 1-56 
[0 24 0] 
Ut7 1 ] 

.0 



[0 24 1 ] IH NMR (CDCI3) 5-: 1.20 (s, 3H) , 1.55 
(s, 3H), 3.45 (d, J = 4Hz. IH) . 3.87 (d, J = 4Hz. 
IH), 3.91 (s, 2H), 7.17-7.97 (m, 8H). 8.74 (s. 1 
H), 10.02 (bs, IH). 

MS (EI) m/z: 141 (bp), 404 [M^], mp. 140-142^C 
[0242] it-^m I -5coith 0 t^k-^f^? I - 2 7 Sr 



(39) 
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[0243] it^m 1-57 
[0 2 44] 
Ut7 2] 



MeO 




[024 5]iHNMR (CDCI3) S: 1.21(s, 3H),1.56(s, 

3H).2.96(t,J = 7Hz, 2H) , 3.49(d, J= 4Hz, 1H).3.51- 
3.53(in. 2H),3.79(s, 3H) ,3.84(d, J = 4Hz, 1H).6.83- 
6.88(m.2H),7.18(d.J = 8Hz, 2H).7.62(s. lH),7.87(b 
s, IH). 

MS (EI) m/z: 370 [M+] (bp). 

[0246] it-^Hik I -5<r>ith*)iZit-^m 1-29^ 

[0247] ^t-^m 1-58 

[0248] 

[-ft? 3] 




[0249]iHNMR (CDC13) S : 1.22(s. 3H),1.54(s. 

3H ) , 1 . 80-2 . 00 (m , 4H ) , 2 . 40-2 . 60 (m , 2H ) , 3 . 32-3 . 45 (ra, 
2H).3.50(d,J = 4.2Hz, lH).3.92(d,J = 4.2Hz. IH) , 

4.17(s, 2H),7.51(s, IH) , 8.71(s, IH) . 10.40 (bs, 1 

H). 

MS (EI) in/z: 140 (bp), 375 [M^] 

[0 2 5 0] miim5 

[02 5 1 ] ^t^^ 1-59 
[02 52] 
Ut7 4} 

[0 2 5 3] 6- (4 - ( t -y^;P-i^';><f-;t'i^ndr 

>-) 'vyy'-fyi^) rsy-3, A-'Jt. 
h'n-2,2-i^^^;P-7-^hn-2H-i— ^>-ybr^ 

V(I-2 2 ) (39mg, O.OSOraraole) , f-h^y'^JV-T 
(O.I2111L. 1.5eq) cT^T'h^t Ka77>- (0.39nL) 

>- : PKX^;1^=3 : 1 ) TWSSL. SWft (24mg, 81 

[0 2 54] IH NMR (CDCI3) 5: 1.24(s. 3H),1.57 
(s. 3H),3.53(d,J = 4Hz,lH).3.74(s, 2H) ,3.94(d, J = 



4Hz,lH),6.88(d,J = 8Hz, 2H) ,7.20(d, J = 8Hz, 2H),7. 

58(s, lH),8.79(s. IH) , 10. 04(bs. IH) . 
m (EI) ra/z: 370(M+] (bp). 
[cf]2t> +3.8^ (CHCI3). 

[02 5 5] mm\^ 

[0 2 5 6 ] It-^ 1-60 

[0257] 

[^k7 5] 

H O 

[0 2 58] 6-r-fehr5 h'-3, 4-Jld^^i/— 3. 4 
-i^"tKn-2, 2-i^'^^;k-7--ba-2H-l- 
A;.>'yt°^>'(Evans, J. M. ii> J. Med. Chem. 1984, 2 
7, 1127.^^^ae-:)T-^^) (7.6g. 27miDole) . ^KK-fti-^h 
U'^A (5.6g, 5.0eq) <DlA-i^:^^^y (152mL) . 
7k (76iiiL) ?M-^?§M*S?S-C-4WFraM#Ht/io imX'P 

^/ux-mtHLfzik. Mymmi-h'j^j^X'^mLtz. m 
^^^*L/t^x^y-;u. ^^^yM-^mm^xmm 

B^BU-r5y-3.4-a:;if^S/-3,4-S/t Hn-2,2- 
y^f-/l/-7--bn-2H-l— ^yye^y (1.4g, 2 
2%) ^mB<r)m^bLxnfz. 4-5/^^;Pr5y:7x 

— /Ht^K (O.lOs, 0.56mmole) , DMF (O.OlmL) CO'J^ 
V3n>(^y (l.Oral) mmz. OT.XM^t^^—>l' (0.07 

g, leq) Hat. o'cx-2mmmn-t^. o^ct-byx 
^/uray (o.osmL, leq) ^mt. o'cx'io-^mmnL 

fz^. 6-r5y-3,4-X;^^dri^-3,4->^t ^'0-2,2 
- i^"y /t- - 7 - ^ b O - 2 H - 1 - >- y t" 5 > ( 66m 
g, 0.28irraiole) . 6 0 %7k*^t-^ h U -^A (12mg, 0.3 
Immole) (7)DMF (0.7mL) 0°CTiaii-r^M#L!^C}i 

?W:0°CTliSTL. 0°CT2Btra«t¥L^c. yfi^Mlfz 

m^mi:^k. %^iii-zm,m^>'U^yfmm^\^-?hi^ 

^y^~ (^dr-^y: PKx^7t^=3 : 1 ) x-mMLS 

mm ( 25mg , 22% ) * ^fec?)j*4S!f^3 1 1 T . 

[0 2 5 9 ] iH NMR (CDCI3) : 1.24(s, 3H),1.58 
(s, 3H).2.97(s, 6H),3.53(d.J = 4Hz,lH),3.70(s. 2 
H),3.95(d.J = 4Hz.lH),6.77(d.J = 7Hz, 2H),7.20(d.J 

= 7Hz, 2H),7.58(s, lH),8.82(s. IH) ,10.03(bs, IH). 
MS (EI) m/z: 397[M^] (bp). 

[0260] mm\7 

[0261] ^t-^ 1-61 
[0 2 6 2] 



MeHN 




(40) 



#IIH¥ 1 1-209366 



[0263] 6- (4-N, N-i^'^^/l^TSy^js:- 
ykr-fe^/PTSy ) - 3, 4-x.t°^^ -3. 
n-2 , 2-S/;>ff-yl'-7-:::^bo-2H- 1 -^yY 
b°5y ( 1 -6 0 ) (30mg, 0.075nimole) . m\tA >Vi^ 
(36m, 8.5eq) COTHF (0.24ml) 

(0.18ml) 0°CT-3^« (43mg. 2.3eq) 

CDTHF (0.04ml) v§?g^jD^. 0°C-r-6[f§rE5«#L 

'Ji:^\=tx=ij?<^y {5ml) ^mtfzm^ims^ 

^n-^h^-^y-f-T-iffSL. BWllBnig (45%) 

[02 64]iHNMR (CDC13) <3- : 1.24(s, 3H),1.58(s, 
3H),2.85(s, 3H),3.53(d,J = 4Hz, lH),3.69(s, 2H) , 

3.95(d,J = 4Hz, lH),6.66(d,J = 7Hz. 2H),7.16(d,J = 
7Hz,2H),7.58(s, lH),8.82(s, IH), 10.03(bs, IH). 

MS (EI) in/z: 120 (bp), 383 [M^] 

[a]26 -6.0° (CHCI3). 

[0 2 6 5] mmm 
[0 2 6 6] wmw 

mm 

1 0 g 

¥L M 2 6 0 g 

m^a-fe/p-o-x 6 0 0 g 

a — ^-X^-— ^ 3 5 0 g 

b Knd{->':7°nb°;H2ylxa— X 1 0 0 g 
CMC-Ca 150g 

Xt-T U 3 0 g 

^ m. 1 , 5 0 0 g 

±iafi!t3^^^ai(t J; Dtol-^L/^co-fe l^tft 1 m go^i§ 
'f£fi£^)-^^*-r^«i35<^l 0,00 oig^»r^ . 
[0 2 6 7] S^JF"J2 

^mmY/^'\>% 1 0 g 

¥L S 4 4 0 g 

i^^B^B-b/l-n-X 1 . 0 0 0 g 

^ A 1 , 5 0 0 g 

±iE)^ii-* i 0 Lfct?) t>-b'7 ^ y;&r-fe;ktc 

y^iPM 10,00 0 ;iJ?r-fe/P^S3t-f-.2. o 

[0 2 68] mms 

^^m^t-^m 1 0 s 

PEG4 00 479g 

mmmsHmh u 2/y-b^-f f 1 . 5 0 0 g 

-'>>y;4'Jfi Ig 
y y h (Pol ysorbate) 80 1 0 g 

^ A 2, OOOg 



-t^W::^y°'t>V-m 1 0,00 0;&T-fe;P^MjS-ri.. 

[0269] mmm4 



1 . 0 g 

1 0. Og 

2 0 . 0 g 
68. 4g 

0. 1 g 
0 . 5 g 



a-fev-b y y 

1 b— ;P 



^ S 1 0 0. Og 

[0 270] mm\^ 
^^mm-^m 1 g 

^' ■/T'-y rV-;t'H 1 5 * 4 7 8 g 
ry^-y^^y y'V~}VY^ 3 5 * 5 2 0 g 
Ti^V y;P-^— b (Pol ysorbate) 80 1 g 
^ » 1. OOOg 

r * h y y -b 5 >f h'l^'ft-^<?)ffiM^ 

1^ ^ ■/-r >y 7°y"— 7P= W i t e p s o 1 J 

rj^aiia-fctT 1 m g^^stt^^^-t-^-f-^ 1 g*^j 

1, 0 0 Ofi&Mjt-T'g., 

[027 1 ] m\m(> 
^^mit-^ik 1 m g 

[0272] immmm'} 
[0273] 'tmkf.zmx-m^ 

/\~ h -y b i O 'C«Srfiai L, 95%02/ 

57JiQi ^ii$v, t Krebs-Henselei t^g4't-i3 ^T^'C^M^ 

:«-iiL/i, 3ra,zymLfz^mM^mfzLtz:^ 

[0274] ^^vSSriSi^L^^^'^^cOTif'ftOf*. 
tc-^ yTa-r^y-;l-^l^mWic3ifflL-C«:^JE^* 

m^tin-} fzm. ^^t-^m^mm txim^mm ttz . 

^Saj±. ^-ft-^^l OjuM. 30;uM. 100//Mat^' 

3oouMmmmzmfhi^m^. fe^>3&^ta6#/s-f y 

1 0 0%t LT^-fl:^%T- 

[ 0 2 7 5 ] ISm 

[0276] 
[«1 ] 



(4 1 ) 
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(%) 






10 ^iM 


30 JAM 


]00jiM 


300 i^M 


1 -5 


-9.7 


-14.6 


-25 


-100 


I -29 


-1.5 


6 


23.1 


-49.3 


1 -34 


-19.6 


^60.7 


5^0.4 


-83.9 



(51) Int. ci. 6 mmz^ 

A 6 1 K 31/505 

C0 7D 405/12 2 0 7 

2 0 9 
2 13 

2 3 9 

407/12 3 0 7 

409/12 3 1 1 

493/04 1 0 6 

mmmm mm 



F I 

A 6 1 K 31/505 



405/12 


207 




2 0 9 




2 13 




2 3 9 


407/12 


3 0 7 


409/12 


3 11 


493/04 


1 0 6 A 



(72) ojt m 



